In our recent study, we identified Toso expression on granulocytes using an antibody generated in our laboratory (1). Honjo et al. now show unique and interesting data on Toso that several clones of anti-Toso antibodies do not detect Toso on granulocytes and macrophages, and that Toso mRNA is not detectable on sorted granulocytes or Rag-deficient mice (2).
Toso was originally identified as Fas apoptosis inhibitory molecule 3 (3), and has recently been identified as F C receptor for IgM (4). Using this anti-mouse-Toso antibody we detected relatively weak but reproducible staining of Toso on granulocytes (Fig. 1A) (1). Quantification uncovered that there is stronger expression of Toso on B cells compared with granulocytes ( Fig. 1 A and B) . Because of the lower expression of Toso on granulocytes, it may be possible that lowaffinity antibodies against Toso could miss Toso expression on granulocytes but identify Toso expression on B cells. Although our study did not include RT-PCR analysis of sorted granulocytes, a recent study, conducted independently, observed expression of Toso mRNA in granulocytes (5). The authors show that the ratio of Toso mRNA expression between B cells and granulocytes reflects our data obtained by flow cytometry analysis. Although Honjo et al. (2) used FACS sorting, Choi et al. (5) used MACS sorting, which may differ in their potential to activate sorted granulocytes. Different activation status could explain differences in Toso expression. In fact, Sigruener et al. showed that enzymatically modified LDL exposure raises Toso expression in macrophages (6). In granulocytes, limited stress, such as temperature changes or shear stress, can lead to activation and might also influence Toso expression. Thus, antibody affinity, purification methods, staining protocols, and activation status of innate cells may influence Toso detection.
The combined data provided by Honjo et al. (2), Choi et al. (5), Sigruener et al. (6) and our group is interesting and may help to identify novel functions of Toso and its regulation. Granulocytes could exhibit expression of different splice variants of Toso, which may also differ in function. In addition, different activation stimuli might influence Toso expression. These theory are interesting and certainly should be investigated further.
To analyze intrinsic function of Toso on granulocytes, we generated mixed bone marrow chimeras by injecting either WT (CD45.1), Toso −/− (CD45.2), or mixed WT/ Toso −/− (ratio 1:1) bone marrow (BM) into lethally irradiated animals. In mixed BM chimeras, WT and Toso −/− granulocytes developed ( Fig. 1 C and D) . Toso −/− granulocytes in these animals showed increased granulocyte activation compared with WT granulocytes (Fig. 1E ). This finding suggested that Toso influences the function of granulocytes intrinsically.
In conclusion, we hypothesize that Toso has a cell-intrinsic and physiological role on granulocytes. The unique and important data from Honjo et al. (2) 
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